Fitzgerald PB, Brown TL, Marston NA, de Castella A, Daskalakis ZJ, Kulkami J. Transcranial magnetic stimulation in the treatment of depression: a double-blind, placebo-controlled trial.
Dear Editor, Treatment refractoriness is an important and frequent problem among individuals with schizophrenia, causing enormous suffering and distress to patients and families.
1,2 Although psychosocial interventions are fundamental, antipsychotic treatment is the mainstay of care for schizophrenia. However, about 30% of the schizophrenic patients do not respond adequately to adequate antipsychotic treatment.
2 Treatment of refractory schizophrenia criteria were established based on Kane's studies with clozapine and modified by the IPAP algorithm:
3 1) no period of good functioning in the previous 5 years; 2) prior non-response to at least 2 antipsychotic drugs of two different chemical classes for at least 4-6 weeks each at doses 400 mg equivalents of chlorpromazine or 5 mg/day of risperidone; 3) moderate to severe psychopathology, especially positive symptoms. Several studies and metanalyses confirm clozapine's superior efficacy on treatment-refractory schizophrenia, 2,3 and the psychopharmachologic mechanisms involved in this superiority are not clear yet. 2, 4 Clozapine is the best validated approach, but there are several other interesting approaches being developed.
5
Although refractory schizophrenia represents a challenge to the clinicians, it is often underdiagnosed and undertreated.
We have performed a study investigating the detection of the refractory schizophrenia cases in an academic outpatient clinic (Schizophrenia Program -PROESQ). We have developed a screening questionnaire describing the clinical characteristics, previous treatments and possible causes of refractoriness, and assessed 198 outpatients with diagnosis of schizophrenia and schizoaffective disorder. All psychiatrists (n = 17) were asked to point out their possibly refractory outpatients, based on four criteria stated in the questionnaire: treatment non-responder, non-compliant, clozapine user, and concomitant use of two or more antipsychotic drugs. Seventy patients (35%) met criteria for treatment refractory schizophrenia after extensive clinical chart review. Forty-seven patients (67%) were males, mean age 36 y.o. (range 17-59), the age of onset of schizophrenia was 22 y.o. (range 12-44), disease duration 13.7 years (SD = 7.8), the number of psychiatric hospitalizations was 1.8 (0 to 10, SD = 2.1), and 34.3% were alcohol and/or drug abusers/dependents. The treatment-refractory patients had used on average 4.6 (SD = 1.7) antipsychotic drugs, however only 43% (15% of all patients) had used clozapine.
These results show a low rate of recognition and appropriate treatment of refractory schizophrenia patients in an academic service in Brazil. We presume that these rates are even lower in other centers in Brazil, being a large proportion of the psychiatrists tolerant to imperative residual symptoms and misdiagnosing clinical refractoriness. Improvement on current psychiatric training is necessary to educate clinicians to recognize treatment-refractory schizophrenia and to manage the related clinical issues, such as poor compliance to medication, alcohol and drug abuse/ dependence, and comorbid depression. To properly treat refractory schizophrenia patients in the public sector in Brazil, the outpatient 
